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Abstract 


A method and system for localizing a diagnostic or therapeutic agent to an internal target site. The system 
includes (1) an epitopic compound, (2) a binding protein which is effective to bind specifically with the 
compound and capable of localizing selectively at the target tissue, when administered parenterally, and (3) 
a clearing agent which can bind to and cross-link the binding protein, to form a protein aggregate which is 
readily cleared from the subject's bloodstream. In practicing the method of the invention, the binding protein 
is administered to the subject parenterally, and allowed to localize at the target site, typically within 1-4 days. 
This is followed by a chase with the clearing agent to remove circulating, but not target-localized binding 
protein. When the epitopic compound is administered, binding of the compound to the localized binding 
protein, and rapid clearance of unbound compound by the kidneys, results in selective localization of the 
compound at the target site. 


Data supplied from the esp@cenet database - 12 


EST AVAILABLE COPY 


http://12.espacenet.com/espacenet/abstract?CY=gb«&LG=en&PNP=US4863713&PN=JP6... 12/10/2003 


A 61 K 49/02 
43/00 


6742- 4C 
7252- 4C 


®b*b#s*jt(jp) ® n nan m 

®&m&n&n ca> bs63 - 5033 

»HB» /rrtSSS-t @£H 18*063^(1988) 1/3113 

fb**BfiWfc^ft* sextos/ * x a 

19 PS61-236984 
@m SJ (861(1986)10/! 3 B 
^HFaH3Q^H 1 ymm 1986^4/3 3 B^iM i B * V -? > Kw^**^T?M«sn*: rftAt 

©1986^6/3 23B@#!3(U S)®877327 

ft'7K x-. Tj"J*&ftB A'J7*^7 94025 7*-hV r 

KC-f v z-^~-x — 97 

If tf-K *7 h T/«;^^S ^'J7^7 94305 
tf K (#%ttL) 
'I-7V K ^ ^ y 

a # 


IB * 

©m n a 


@r a a 

i . 

«ft*ffii? a * © •> * * * 


c t > 

2. ft BIS 4? ^^;H/rh7tr^y ( 
streptavidin)T * *>,*UTffUSxfc* h-r^t* 

4. max* i- -rttfls^a*. niiKtt^^y 
2 as^irr *##»*©!& am lflcete} 


-219- 



ftfc (complied) L t: X V h{£& 

» 5 »CB«©arttT*^T. nfiB*u-Hb£ 
&ttftH£<DflBX S $KK&©;frife. 

fflffi* U- hft^*^, "Mn.^Ga, •«Co i t ' , *te, 
"Ga.^Zn.^Cu.^Bu.^Co, * fc tt 1 »Co <D $ & * 

#ffi*©ISfflm 5 #C§28©:fr&-C* r>T, BB 



**B3BB 63-5033 (2) 

*©iSffl» 1 zRCBno^ftt. 

- A **tf I - 7xi^i/;»l - ^y^ /UBDTA 

©&#fi#a&a* u- hrft'j. fftia*s^y 
te^SBia^^^o. nan^m*. a a 

cB«©*tt. 
12. BftttHfiPtt«#traniH«cMLr. x 


*8x tr h -rttft^ft*:»LT»*««» 

«ttc»t4»»ft«8*Btt**a: < «t *> 1 B 
Br**r 4#»»*<D|gBB 1 «£Ba02r&. 

13. fflW»»»tt**t?fflWtt«ic«LTx tr 
h -ritft*»*l«fl:r **«>©## St *©fg 
BR 1 'ICB$©#&?*>-,T, Kie»«^y^ 

tr^yT* <DBB» 1 *CB«© 

14. ttK*0rtBoaftttf2c»ffSfcUttB 

sea#j;tf *neHaf * x ff-rttirt 
*xtr ► 


*#*rr* •> x i ♦ 

is. ffise*s^^^>^^xn/rh7fi;yT 
* UTTftBx t* h -rttfls***<fc:* y 
x tr h - r***1" 4 B»l4*cE 
fit© > * r ^ ♦ 

16. MBtt^^ #ffifcT;& *> . *LTI» 
lax tf h - fStft&K** ^Tjfefcft 

**tttt»#©BB*i4JJUE»® 

17. Risi tr f> -rttfc£**«. BBB^^y 
ilS^t^ < 442B©xtrh-r* 

BB»U«k:B«<d 

18. nBaft&tt£tttf1ltfta$a**:»£a 
^&'4i*#fr«*©ttH»l4acfiB©£'**i. 

a* ni**»a-r*fc»cAa-r * y &» 


-220- 



tt#©i5ffl&14#c!2i8!©*>x* a. 

19. &sexfcT r -7--* u- r ffs£fe*<. i- 

*#tf»#©$5Iffl3U8ij|lC52«© fXrA. 

20. jftgex tr r -r-* u- hft6**<. imee 

19iJlCtg«©->Xfi*. 

(#«*&> 

Chang, C.-B., et al, Bl ochea, _ Blophy» 
Res Coiumn 111 (3):959 (1983), 

De RIener, L.B., et al, J Had Chew : 
1019 (1979). 



#838863-5033 (3) 

Ob Riemer. L.H., et a!, J Lab Cowps S 
Radphara 18C10) : 1517 (1981). 

Priguet. B. , et al. J Iaatrnol Methods 
U: 305 (1985). 

FaiU. ft.J., Antibiot £6:398 (1973). 

Good*!*, D.A., et al, jfoclear Heditln J_4 : 
365 (1975). 

Goodwin, D.A., et al. Seminars In Hue Hed 
VI ;3 (1976), 

Goodwin, D.A., et al, In ffadi opharaaceu tlca 1 s M 
Proceedings of the Second International 
Conference on Sad, N.Y.. Sodd, V.J.. et al, 
eds, pp 275-284 (1979). 

Goodwin. O.A., et al, J Nuc Med 22; (9) :787 
(1981). 

Goodwin, D.A., et al, Eur J Woe Wed 9_:209 
(1984). 

Kohler, B. , et al. Nature 15£_: 495 (1975) . 
rteares. C. F. , et at, Proc Natl Acad 5c i 
I«5A) I2Ul):3803 (1976). 


Monoclona l Antibodies. Kennett, T.J., et 
a), ed» Plenuw (1980). 

Unezawa. B. . Pcre AppI Chee 28:665 (1970). 

Wensel, T.C., et al, in Rad i oi nag i ng and 
Radiolwaunotherapy . Borchlel, S. H. , et al, 
eds, Elsevier, p 185 (1983). 
<fc*©£8r> 

%%&mm & * ^ &®m®m& ® * t u ftm® 

&&®mmw&<!>3itc &m 
©tifttt©i*iw:. &tt&&?mm*fo®Lfr'? 

&j8*&Hr*fc»!>©j:-5 Kfem±<D Efta>tzv> 
«. i*£Ag»B«K:H*-4Rftflat,-c, mn 

BttT©J:9»*tttttt**t>fc&-r . Rile, 

& a* n r oi it c ffl ^ « * «> c at »4 < & h tt tff a t 

KioHTidfticayMx 


£t"5©l±. J&ltft&fit©/* y -7 $ * K© I* 

-< U * T * * * 

©fc»©«»ffl©tt»tt*'/i'-r-c**. J&JKUS 
u- r»©*iftWS!lRCJ;aj. rtlSSBtt. 

* T Ga , * 4 Cu, •••Tc, i, Ca l *»Zn, tT Cu,' 7 Ru, * T Co * 
*^«"Co©&&* U- r © J; ttj&ftftRttft 

Ajk©A«(bL,/tnntt«K:s^d. * • v , * • ' ii * 

fc* t^ti*'Cu©&ft* 'U- r Oct /X, 

^^^©Jiiiiacfflt^^^'^i^cfc^^ntc^a 

M*u-r. fc*tMin>-r-=-$J.©*U-h©<k 

■j «^fifc^tt©^js©* u- f . ^BatjK 

fttt©tBBB*fl^*Bftr * C <b t>T§ 4. 


-221- 



CD J: -5 *{tS*#JCKj£tt©;&* 6B# CC©&&#* 

tfe©#*CiIi$L&*> *^-r*--StiStt©4 u 
- (Hearea, 1976 i Goodwin et a], 

1975* 1976, 1979) . 

£$53tT&* (U««zaMa. Pujll) . COy^^ 

^ ->y/BDTAft*«ra:. 3fe£t£Ii)fcrt?, "Co* 
'••In **t*a* ©*»tt««OiERM««l»0 

^^(D + TlR *>#J3II©<t£ft© "5 5© I ott, * 



ttBBBa 63-5033 (4) 

x /U — B D I a (BABB-EDTA) © £ } © * * 

Ktt®3A;t/ y -®*©KtttS£*^LT, rt 

ft* l*T^ # xVtt£ 

* Noi712.377 ( (1985$ 3 £15B AH) 

Tt**$&&ft© i/?tt> «tt©&-?©rt:69j© 
»KK<fc*ft£«5©iSiIfc!& 
ftc*»ttito«*T©ft£*«#M«**L4. a 


BDTA - 1 1 ' I n (LBEDTA- I n) IZti LT MM* tlfo Z 
«©* / * -A'ffifcCHflb^fcffl^-r. KfffC 

d ©-Y y s> £ a * u - h KftfStt-C. ffcffl£K© 
* h tC jc^-T *Kb{I©4>* < £ *>tt20&©. 4 

BLBDTA-» ,l In*ftCia#-*- 4 i» C.©» 
fcli. 24^ffl^^lO-30^S©WTBLBDTA. , ••In© 


stt**L*:. -en***. fc{**ftc&i*r * c 
hft**ifc*i*tt*a**i"*a**o»* 


-222- 



an**-*- * c £#£sis$*tTv»*. *n#> 

W****"- Tc -f> • 'Go <D J; 5 ft ft If ft j£ f£ £ tt 
il U T l*t£ ^ . 

» HIT fir*)*.* J: Vfc;fri£fc<fctf >x r i.*!5f& 


*<Z>K&*ftT. fc6«?CMi£l, 



?f SB B3 63-5033 (5) 


ttx tr -rcftSft/ilJtft, *fcti*c*tfxtf 

B*»6 4 HUC 15 JIBUTI* 

Mtt. MWctt, &#SA»7«*tr. cola 
cni*£ < o^«rtt«ftxbr h-7*&*#if lt 


-223- 



iCckD, att8WiT©ft£&©SKtttt8£ft 
**&ifeA5W-ctt, ioxth-rtt^^fttt 

(oetal chelate conpl ex) £ j^Jfc 3* 4 X £ Y - 7* - 
* Kft£&?a>*. c ©t$£^ y/< ? ttft'£ 

ft©x tr h -rgff^t^^w/iin:*-?**. ft* 

1 -7*A/ufc*Httl 
y>* /VBDTA©&fl5* U- h £©&]£tt, 
"'In^'Ga, • < Co ( "»7c ( * «Ga , * x Zn, 4T Cu f "Ru, 
"Co&4 ^ tt»Co© J; } 

Wtititin:^^^*. MlR©teSICtt, t9 Y,'"H f 
*4^tt, + HfcUfcft, * hft LfcfB, 



63-5033 (6) 

* t t w » 5* # c & □ * h \% 4 r * <t a #j a fit x 

i3fctf)C©£ftL&*. JS^^yK^ttLt 

ccsTtt, an* a a a* -can 

*&^<&cn<&©§ftto«*cMtb©Sttto.*o r # 
fttii. PiT©*a#©#$att&E*&tf0l31i£ 

o . 

a. u'^r^ 

fc^nttia&g&ti:©* $ >i^sortj®»{4T. 
& m <z> « 3? s ft 1* tt if tt & a a o k m % & ft < t r 


&«f£3feftft<3F*L*Sfr# <vg!4gi5#> . to J; DPI 

fctt*ft&±©x t: i* -rtt©gs#* fcttx 
f h -7-t4©Kf&g&#**rr *x tr k -rftft^ 

£©ig&g3#tt. x t: h - rftBtttt 
8*fc-HS@*©£ -5 ttSSIgtfjlCfttt©&* Willi 

* h -rg&#*g-tr*;5 a n w:. <*9ia$©t8£ 

nft*T&*. c © <* ? #*£&©$*&&£«. k 
*v;ut-3/y. •>X7 , 7^y, DNA7;u*;i/ft 
ffl«fctt&«ffl-CM9R&*L*<k ttttltSM. to 
cfctfttttaffe ; 7 * y <J 3 f V x y© J; 

■i ttjRBM ; to cfetXT y * ^ v 5/ y B © J; ^ « 


tt^a, !■»**«: W« tt* h ft OfcJttWtt 

tea. toitf&imfflgfc©* hft u^^jr 

jKt*ttSfc&ftc*TJfltt* hfttfejtt 

*'Ga, * a 2n,*'Ca, ,, B«, ,T Co$ ft fcfc sl Co*<* 4 • M 

^^tf. "»,'"Hl « fctt**Cu#** # JBtMttS 
SttcD* hftUfc&«£tt. «AUf. *t/- 
hftUA:^, * u- hftLfc«*^^tt* h 
ft L ft & t ^ *> i A«* iff ^ *i * • 

r^J^tt. fitx tr>-riS^^ y/N'^c«*;»)^^ 
K^fS^tftfiittTi2ffii$ni{fc^!te©r;fis 

<t4/%rr-yft!aj5irttfc^. xhurhy 

**^tt-t©a»ft» (c*i«b - ^ h ur h 7 

t ^y • £LT*&+i> . to^Dfiaft© ^ 

y|S^^y^^c«fc*>is^$n>5^^7*©^7kft 


-224- 



4. 

4Ufc£SKtfK^£iBaicl&££ti»40K:£ 
< *>-?»JJ8T;&4 c i^Stib*. ttSE 
#150.000*' ^ h y#T\ Jfr*L<tt#HO. 

t:^^y0j;-5tti^$^tt-enja±©i|/j:*x 
&mm*&aiT z z tz* 4*. jftitt^o 

y*»»*S*t4Jt* tt811®*43Ktt*<lttt 

^hn«?ia, b K n+ S/A/fctt, 7 
b rtttt* Jttfx su? b K 7 Ji/flftfifce J: ? 
££ttd>* 4ft^eUfij[ Tft^ft* &&*4 t^ttlfc 



?fffle3G3-5033 (7) 

* * * y r y y ^ h js . jut frr* 

y***3*L&4. a3tt£&»3*#eafta-e 
c:n&^ftftffl*xM^6*i4£i&3S©14 

a^ufc^n^©^^^**. a* <z>aa±*;8tt 

{& o & J£ * u - Mb & £g ft £ fc* . c©*u-h 
&#tt. ftattcft. -hog. 7$ygS*:«t 


L»4 <fc •> t*#?o <fc -5 tf, flhofl*^ 

4* B*£/&r 4 ©can £ti4 

te£fe£jfcttflSE<!:fc4. 
*lH©fl:*»A tt. £Stt*&£acDCo (iff) 

*4. c d>{fc£«!i0£tfix. 

• y u*^-f * 

BI-Co (Iff) -II, 0#. BIT©*ftTl,4- 

«5n, * UTBl-Co(D)-S-(C8t)*SaA<^/3t* *v 
4$#t?*4. d<D£jfctt, s> *■ * - y u # -f 
:>y{b£«5i:p-yD*7* h 7 $ Hy^rt'-E 
DTA(BABB-BDTA) $ I, fc y u * ^ 

4 > y<b&8j£ffix8ifi[fc £ O v h ^ ^ 7 4 - (HPLC) 


* ©»»*a>"«ft** <WAtf f-*-*a. 7$ 
**>*a* ©****«xaa* *»4 c 

aii»ft«»4. risk:. c<orirfiB.tto*u-h 
^-<-^-7-i.©ffi^^^n^^rs^wt3 
iiisr4©Kia^^€i^o{b^a©-5 ^oio* 

tt. HifeW i cl2i£$nrtr>4ck3C. 

7* ^ y ^ BABE-EDTA i K Kj£ $ Ht 4 C t C J; 

y-BABB-EDTA-Co fit (C W U Z tffl SI $ tl 
fc^e> £ o -^/U^fr(Mabs)«. ^b^^A i BCD 


-225- 



BABE-£DTA-$j3i* U - h ) O^SWT**. CO 

xm. £©£&?«:. ft&!fei©irf!B{±$#Tte 

flDO&&£g/hcr < . X*<-*-7 

* u - V x h h 7 trc y c*f UTtefStt 

*^K^am£*fcr>T*££L&*xfcrh-rtt 
©fcr**y*u- fc-**y 

y OH- fc K a * •> * ? > y 7 $ K (NHS > X 



ftBJW63-5033 (8) 

BABB-BDTA * h * U - h 7 \ 

£©NBS t^?.yixr^ii$K$HT^4. & 

^nfcttf y^t^/ij > y 7 $ k v JVBD 

TA (GABE- EDTA) **, X h 1/ 7" h 7 f y C # * * 

flfaa>Stt©*tKXu. Ef*c>:frfcc «fc ♦> . 

*ft#Jfc©M7"^yxfc: ^r^^^it^-r 

fcK J: *> US«;*ft»*. ^aoxtrh-r^ffli* 
T8tt0ft*Kft*Rsr«M«: B C©{0*©X 

— ©X~<-*-7-A±©8/j;*<£i2 
C^S^ntU^. iStt©** W'IR^/%r^ y 


«tA<BrsgT** . N*.ur, 3iiH<Dft^ft Bit. 

CO* y/<*oS i 

;§£ft*. C©fc£*ftt. 81 b'**y- 

T. coxfh-rtt. tt¥&© 3 &5cKB*M 

*ti, &filf4©i5^te£T 2 ^©flfcte^s** 
c: ox t* h -riSft^/iifit^is^ttoffi 


2 flB^-en«±o^^epa, ^rKxt: 
f - rfi^b^ife. 2to*fctt*nja±©x*h-. 

SattttlO"«-'4:lO , M-«i:©riBT**. $S6 

&ter*©K<*ffl£ft4t$£*y/<^#<fc$4>Jtf 

«^wr f io» o 

-en-enio^iio^o^^^io 


-226- 


m 

i^. b < it v f> * O >/ V/x'gg 5 X n 

**** y** **0flfitte&*tft£ttctt6 
yha*«tt. C -» < *) iJ&fte&m 

m*<tttt£9 3iibd*t*. conteMia. 
AnnjA a uff « R»a&An«tts-r 

*t* . c 0j5fe£tSJia&. BrSoxtrh 



#53^363-5033 (9) 

U^y Y © * ;> 7 ~VtZttVtz±&®*±7 
9 V -BABB-BDTA-Co aTt V C ** U T ft f* Mabi 

t>*. HC3A 1 1 . WC4B7 . *? <fc WC3P5 £ £ I, T t> 

©S*&©ttftctt. y-BABB-EDTA-Co 
(• 1 BOA^Wl B©Co* U- ► ) -P In-BLBDTA - 
IV <3S10©/E:^fe A0ln* U - h ) ®mjj£tt 
LTftRttT*-, ft. 

I'<fc.3i(DK?'t7'^ y-BABB-EDTA Habs A<. 

**> i-6xio-'» o>wciSife$ n^x t* h - rt»<z> 


±©x tr h - rtfft&t *ffif*e. xtrh-r?s 
t>*i**$&©;8j£ *> ©SHtt. ££*$%#©;*£ 

mom ft tf&ms.® *itz 2 o 

-to <fc 3 ««« U*Jfttt©fc£*£-ti-*8tt 

£fl5©x * h - 7&{b6*F© Attala© ft 6fe 
Ti^jtit©^ *j io{3**n&j:7:&ffn!©*$ 


rtttt**©aaatt:±BTauT^ *. 

If HI* ±32©c*£ < , 

4 # t:*f-y*a^fc* u- h ^tteDSttafl© 
tt*«^fb-T4/c«)O^yK^0liSSct&#LT 

& jtatMaftatt-caftttcaastii * c 


-227- 


fn, b vosi©*s $ ©KB?. BT-eBuaB 
*o;-fr©A^'j y k ^ y £ •£ # fc* IS £ ^ 

* x/^^^-f X£ fcttBtiSiSftll, **t^ttCft 
c©xtr h-rt4fc^&£tt£;r*©c#BXc& 

*»tt*(tiin«c*iLT^* c: ±a<fcsa<*ft**: 
h*>. -eft***, a»tt«*?J:oex e f - rttft- 


5$B3B3 63-5033 (10) 
i i o©ftjgfc# 

B — i) *M>tt/N-(n K-7 ( c ft ti, 

ft-5* Htt£fl^*^lxE9tt£ft©8*£j£!ej©^ 

»r#;fc4 ^ttPab gSK-*. S#**/t$c*tLTfc 

<*ft?*. Itsftta:, c©#*fc-cti. ffl^esa 

rttffc^feCtf l,T#Btfl*Hab J; 
O^tflSftfcFab feftt'tt P (ab')t ifrTKi 
? ft * . C © . C © 9 V '<>> C X )\* 7 b K 

XifeM 2 #cfctf 3 ties*©* y<?zm 


-7"fcBWtt* **©c©in#»?K-tf:. ii 
<*ft*, c^r^ggttKma:. ftfc8Jrfr©7*y 

M*«*iMKttc*S* * ©fiscal 


iILTv4. c ©3rfc©?iJ a c ©!&£*> xa 
'**IRX4-46>A<J; >) B**i: *c&4 t mt 

*a*©#T<D»*Mtt. res 
/**£A*0ffla*»**«a*"4fca&. *S£* 
L^ocftfciKB r4«fc**:«iB*- 
4. C©J££^ x/^ It. A53t$ ftfc«A©jlLtt 

1 : 4 ©^ Vr*9 : X f h - 7' * ^it ^ * ft # 
*tt < it 2o©xfcT h -rt**Btt*Bt * C 


-228- 


AO&R&ML 1 o©#$ u^m&m&. £ © 

COHabsii, £ 1 04*© A ■¥> B S ftT 

^**4r©ft£ftK*fLTf*»ft-e;&*. 

A. ©Jglftfc 
tt © * a ft « & & ft # © j: -7 n m Ik * ti * * n © 

ftfcfl (IV) L*L. 
£T. HBA. <fcC5 U ^ Aran© i -5 ttibOS 


*©*«, c©* >A^/ft*»©»*eacie 

ttt &«."tt*ft»*<10 ,1 H "'©»* 1 m g ©ft 

©r£<> ttftEB<*Btt*a-c©tt*lTt't 

©8fjtt!Sfiff*ft*. 

iflfi©x tr f -rtejfc^s&c&^Ttfno'rr 1 ©** 



^rasaS3-5033 (11) 

©* y/<*«*-, < a ±a«*&. aa« <ecp) 

uTUta <&»©«) *$&i&$iift^©tfi#*$£ 

rttft#n<cL-caa*ti. *©»&, teas* 
ras****** :"<*©* ». a&©a*i&ra 

<oa««a*rj:cFffatt«ac*^4tt^^ 
«o»«ft©ii»»«a«, «]&«♦©»£* y 


io ,s ©*s££&<t<s£-r* t. jfett^raiscttafa 

£a©U"</Hi. #Jl0n«-100ng ©P B T©^tS-^C 
Wv*T. X I* I* 7 h 7 & i? % S ffii & j? y /< 0 & ffi \t* 

iaJa±«>a««H«:Hffi^* c coss 
ra-ctt, io^^yy^tt, awatt/ftf-e« 

&&©«£?(*, aftfiiifi-7©it^^ y 
A*©»a«. a«c«^-r *€^©it«ft^* 
ttaffltt©fc»ci. aacis-cfcj: 
Kfte©3£fttt, afl©aftM«n#ofl 

H * <D «Q u ± % ©(J ajk H <fc S3 JS T ^ * 
IS^ff®©^ -5 «^ < o^©rtl® *>K^©^ 


-229- 


i 


AS t, T t** ftfc#JfiLtf[ * h Sit C ft £ * *l -5 . 
ff 2 0©**&K:fi**lTV*4 C(OSf&tt. 

feitfRBS 4 c.*x6*£fc©iBi8ttfc*K:S 
ifb, jes *3*&*©4»/Og3tt. c 

4trt:<HA©iiiLiSC;&*«fc -3 lZft&l,fztfLft<D#% 
CWlt, »£b<tt**;l : 5-5 : 1 ©JHI© % 


3HRBB63-5033 (12) 
*WKtt«*tfc£»©Wi5-25H©Pd|K:fc4. 

C©tt$* V*9 ©lfe£©fci&©£B$fli! # ftt 
«£<DJS*.*fc ft£ftctt#j 0.5 

- i »$P4©iBE?fc** xik« 5 ©f 

( 24 WO ft # ft-? 7 ^Sftfc) Jt'h 

-rtt* h©fiTiwsr * ±. i i*Pb1©&£ 

BlfC«#©j!ll* UKiw^it •) . JS#£A&24I$ 
RilTtt25te«>3>L. BttC** £ < lfoii£rt>T!2i!» 
©S?ff *bft* «fc *) £ < ©* 1/ - h ©fc»C. £ 
*>£<©*1>-M<. lk$£4ifcah«9©Bftlia 

©ffliS^I^ifc:«UTl$IIW>i:tt;*^fflc^ 4 

&Jfl£*&9!#e<* $fi*g?£ AT^4 *>© 
<fcIl&T** (Goodwin. 1984). 
C. X*l--?ttft^»fl)ftiX* 

a*©«ttfli©BBc*rnT. xt-F-rft^ 


a^&©mafc&£ctttt:r*. A&ftt,fcjR(t 
c <k 4 c © ft £*©&«# ft *♦ 

^wga^c^^«j^^fs©iiKi«4<fc •? citK 
sn*. t&&* v*? tw*> zoit&fyiztt? 

&9i*fcffi*7#T^*. *©<* $ ttBFX© 1 

tt. XJkM 5 £#3l,T-&t*<. ^ 1 @ A O BLEDTA 

- JV-''Maftftft*tt#&ttft25«ia. HTt 

K*Cfc*ttttcNk*B»*l *IBTS*Ufc. 


* ITS* ©ftfj©!!^©^, *«kof* 
fccttJSf tttjf /B?©ttft&Sttll:*«. 5| 

Jffff4'0tt4ii£9tt©Bt£. JllL?9tt|J©*ti©^tj 

©**.©»#?*>.,*. **iitt«Lt. R#tt 
*Bfi**&v*T, tn#&*f23lf rdtt© 1 B^pjjT© 
ft**o«ii*«*»i)( 5 ©£ 2 b c^r. 
c£6ft* <*-3C. jft« t l^i&^^^K. f Lt 
ft©rt«B«e*t**Iia»|i*©ifc*ii. a*. 

7* »; VfiRHSTBEDTA-Co C^-5jg£fJt^ff-> 
fc. H9P4tt. "'lo-BLBOTAlVtjBA. 3 J*p B lC 
*?S4^t^K5'C©Kt*^$-itfe. MS^If 

ti&^^c if05(K) ( ttM(B) ^A^ianoiia 

W» 3 l$Pi?J©l!Bm. HHift. -5- OTflh©i|^rtT©tg 
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jfil « * tf.ffe © f*i 8 S 1 k: * # * ft v > lit m *t IS -& 

©it***** 2 c ^o^- * i-a-r *♦ co 

&©«fc$£^&*tc:cfc*fc©-C&*-3. 

^30B«^3 12 A C&fcftLfc «&*>©<>©£: 
l3UT!tt**a<. #£&8*24B*r H 1&0ttft©<> 

©*^r* <fc 9 £8BH©Rfcftc&tt*±Sttffl 
flilS£©C <t^£. *3&9!©^*K:a* © g tt<h 

ttiSiR*ftfc«ttg&{£^©fcW#J*ftft*©2?« 
*£££Lfc. tbmvib U < i*i*#fcefe*{fc©rt: 
£«5©iMtRtt«£&*i£&r *. coWtttt. r& 
**»!##©#>!><!: *tfcte& 

© m& a ^ ? esc# * n ^ <fc * pj ^ t r * . 



»B8Ba 63-5033 (13) 
© * n *J1 * 4> o tt « ft a ?i< tt » tt K Ot ft K ffl c > 

¥XM&i»n© 

• • *Tc *? ck * M JtJ 68 # 0 * •Ca © R # «■ H ffi ft 

*f&«a©m*j*£a<!; s «£? off 

M^77/ - (PET ) £**4ttATfc*. ft 

^«:pet c#«ttjftattttta©tt±/,*tt. 

*fc;*7l*, «fe $ $faStt*»Ca££»C <fc O&jftr* 

*BSfttt*»0»acJ: *iS&tt!&£!i. £ 
£4>?©ft6%cttBfi1- < c 

i&ftft©**^. a*ft»ia?©tt»tt*ao'B^ 


BIBIC *>*: r ©&*£*©& u "^©ttWtttta 
©fcfcc. S * * V*<9 cc*S£L,fc 

^JKoSKii *? WPg$ ft*. #A£ 

fttt»tt»a©*»»tt»^iaTHt*s#i*. c 

©*«tt.«tt. iS^&T&mftttJEJflu^*,* 
Ka*SJ9<D£-> ttr&&m£t>if#$*L*. ft* 

£ < ©KB*ajHc*t»TttajH&**<MH**i 

t^4. *a«-c«:. ansnffic^it&xiSK© 

v**9 ©#£ OtztoK. «©tttt^©X)R 

fc&{a©ra&c&attfciB$«£*fc* c <t a<*j 

& <t tt * . 

*^jfi-<4^jfeWtt. *«9i©aa^j:tf ism 
tt©«Wtt**a«*awbT^*^. *^?«o 

K®£PS£-f**fc©?fittW 


TBSDT<|©jSM 

1.4-7*^ V^^*»;U!iilldrich Chenical Co. 
(Ml iHaukee, WI) ^ ; p - "/D^T-fe f*7$ 
K-N-X^/t/EOTA (BABB-EDTA) tt, DeRiener (1981) 

^ ' ' ' InCi » tt. Hedi-Physics^^ff, OeRieaer 
?fl[M ; tl5«l^'? BABE-EDTA {w ?£ ^ £ •£ £ » ^ L "C 

*o«a**aftt ► r ; ^^tph 8.2tca3ssL/r. 
sisttsa^igif si ^ o ^ f ^* 7 7 - 

(1:1) £^ V *yn.ffi-cHB8L 

V**-f 9 X-aABE-EDTA(TBEDTA)^: 
TBBDTAOCo^ fcttIn^J5(5*>« 
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A/$fi<D0.5nH TBEDTACjta*.*:. ^/l/^ 

C © *$-NaHCO a ? ft! L » TBBDTA 
-In TBEDTA-Cofc^&tf. **t-?ttTLC ? 

An 1 1 »TBBDTA-Co Habs ©11833 

* - # - ;v U^y h -s* -> 7 .s. y (Keyhole 
limpet bemocyanin ; XLH)t$, Calblochen Co ( 
LaJoIla.CA) frh'&tz. 

55. 2- 4 $ y U - h <h . *A>ifc 1 : 100 

{8*/t/©j9jM©BABE-EDTA-Co„<fc, £&W©«fc*** 

^ "C * $ tt & : 
KLH---MH-C(Wff.)-CH,-CBt-CC»-S-BABB-BDTA-Co 


?§Br1Bg 63-5033 (14) 
klh — NHi t*. iclh if -jur $ yn 

7 * -?;fe£l&©T8BDTA-Co tftML, ¥*lin / 

h 7v>*/*y f. (Preund's adjuvant ) <brS6 

X© * X o - -7fflBS. 7 * yP3X63-A«8.GS3 tt. 
Aaerican Type Culture Collection, Rock lawn, 
»D. ri^ft. ATCCOCRL 1580 £ 13 £ £ *t * . v 0 

fcV^Oifiv^jXffiftU:, Si«»a Chemical Co. (St. 
Louis. MO) IgG,. IgG». , UC |t 

J. J ft* yC^Ut^^/itT'^ 7 
A&m& + ¥mv <J *Jft#tt. TACO, Inc. (Burli.T 
gaae, CA) ^ £ & /c • 

fli©Baib/C^ $ X * . ^7"^ X/7 i/'a Ay f 

le 5& £ & & u ♦ in^^nouD-?!® 


1 «« «t45H(V/V) WJif UX^'y 3 . ;u ( # 

fi 1430**- 1570 ; BOB Chenicals, Poole, England ) 
£ ©i$&CH£8Lfc. 2#&C. £&7«lffi 
?5&*RPH1T 6 rfC&JRU 500«T 3 ^PbI^^^ 

« FCST&frtfc* 
Ii6IIB&*20HFC$ <t 100 ^ ^ *>H*VV*y 

ti9f*n ? $ >• y tz-kvwai (HTi&ift) esa 

l"< . 3t200O ■> x © v <f #094?-$* & 

ifiKT 800nN©7 $ J 7* r »J y * jftll A fc & K i£ ( 
HAT*Sife) HATigKttttttHTJ»!&eK 
* * % T©14B!BH*ffl C©<t*£. 8*61, 

T t^ttl^v $ X © $ x o - -7fl&M& J; tf&6 UT 

^4*p*<f*-©£«>x/i/©$as&i:a?fctt, 


ft -TBEDTA-Co tfttt?. Bfi»*U;7»*<{ 

7^7i') y*<*££ t TBBDTA. Co (XMEtM 3 ) 
TiSSabfc, T y * -f C*^Ttt. ^fr 

H^^jitc^ia-eeo^RHSiis;^ ^xn. 

S> ©«l -5 y © S 3 o^-, >? d -^^S^T'n 

R -TBBDTAffittT 7 y -fe -f U . 300^70 
*etl-TH^^©^n - t^»i»i$llt4?|jit 
i8lRL,fe. 3 o© -fe ;u- >f y HC3A 1 1 , HC4B7 
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&HH 63-5033 (15) 


lgC.D"f 9 y Ah. TBEDTA-Co . TBEDTA-In ( 
t/-K*i) 81BDTA- W-In (3*1 H 

3 oh / * o a«n 

ft BLISAfc(Friguet) CJ;,T*]£t,fc. 
KB. H-'*ttT«3l3hTH*. 
T<0*o CrtK^flfc&fctt. WtfJt* Co « 
fctt In 


9 p - y ? X Co-1.4 DT BABE In-1,4 DT BABE In-BIEOTA IV 

WC 3Ai, IgG, 1.6xiO*(70X) 4.5xlO , (3lX) 6 x 10'fT 1 (66X) 

WC 48t Ig6«. 1.8x10* 2.4x10* 2. 8 x lO'rt" 1 (61X) 

WC 3P* IgGt. 3.0x10' 2.9X10* 1 . 7 x iq»s- 1 (65X) 
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3 ffltDKftf ^t)&< Co-TBEDTA 

In-BLEDTA- IV ft^fc £ & < £]& t . U 
tt. TBEDTAfctfiK**;/^ y /BA8B/EDTAj»it£ 

£A,-c*»9, ±iit co-tbepta/n 7* 

-at. cHii, (9F^*nfcHC3Aiita«tt:^L) 

n$&JiZ. Co-TBEDTA£«fctf lo-BLBDTA- IV{b£ 
<fc ») 8HIl£|$&kTH*H In-TBBDTA{fc£ 

TBEDTA&a k> t 3 7 * ij y Qfflfltf 

t h h v y*7* '/ y*y ^RSHfltcM 



»raB8 63-5033 («) 

«<DBA8B-BDTA-Co£, 2 CD .fcv* C E£ ;* * 

T. £3* y/x-> co^/s^tt, 

l *7KDBABB-EDTA-Co 

^ o -r k ^7 7 4 - * y/^ 4<an 

ftfrllggftf *TBgPTA-'"In<P«tttt 

ISiWl-CiTofcJt^l/T. EDTA& J; BABE 
-BDTA *, ■"lo^cfctFy yy. *LT 

n CoTJI^*{l;l/:. BLEDTA- H - 1 ' 1 In ►* 7 U it 
> y -BDTA- Inft £2*1*. ^^7^ *> y £ BDTA 
<t CD TbTk >>' * * 7 y ft £ $ £^ n # ^ 
(DT. De&leaer, 1979 C ft T JI 32 $ *l 1± , 8LEDTA- 

ry~ 4,, itt, 7 * •> y-EDTA-io^^^tt, c; 

»&LfcBDTA*#,^T*?>). "ftHttfrfflBLTW 

* ■ rurf-v* *y ' 

T«flai^fc. TBEDT/l-^'lttt. «HE« L O J: -5 (C 


tl*WC3Alljft#i, »KLfc' ! 'I« cp.SO. (a) 
1 1 1 In- BDTA, fb) ! 1 1 In-BABE-EDTA, {e> BLEDTA- D 
-'"In. (4) BL- ST Co . EeJ BLEDTA- JV - 1 1 1 In, £ 
fcttlf) TBEDTA- ' • ■ In <t 4 y + *^- h LTJ#/& 

#K#/BDTA-'"I a £ tt»'Co»**W^Wtt 
tt 200-800 *g /ftfcCtt -3 &3 
EcDBalb/C ^9XO»J|SlCft|tLfc. SUIT 
24I$/yi&0*fr«j#£fc© '"InattJtBtt*. f 

* T - 7* d - ^ yy^^-s/sya^y^- 

-BABE-EDTAfflJ#£££ ttH) T«, 24#IH!&<D& 

y-BABB-BDTA$#*#t;) tt. 24l»Htfce'. &«J 
att*S*<Kl i80*g <D<fc§30K£j»;i**>]£-C ( 


'"in cfc^niaayift 

Ccfc*fffK)'fl:€M'<fc. Baib/c ^O^OSSRtC, 
K«JJW^4aKfiSf4Iil»cD|i«S^r*^«L^, CHA255 

i^S^n/:, L--?y ^n/-EDTA-In{C# L 
T^SW^A^'ij k-7 */t^7-<y«:» 

L- -c y i/*;U-EDTA-Iii (K7"i^D7Jc.y-;l/'< 
y^/U.BDTA-Ift) ? ^-7%{&-,Tm®2tltz. 

^0.7n^;u) CDCIIA25SK*^L-^ y EDTA- 1 ' 1 In 

< t?^<Dtamo ,,i in i^*<ii/*Bi-<fc. 
^^^u^c, Magpie t KH£-®jtfctf« 


-234- 


P 2 A 
24»$I3I. fflK 


s.o. 

T/o It 

13.41±1.48 

0.8 

3.23 ±0.48 

3.5 

6.50 ±0.91 

1.7 

5.76±0.86 

2.0 

2.50±0.37 

4.5 

3.73 + 0.81 

3.1 

11.28*1.40 


1.18±0.16 

9.6 

1.42±0.22 

8.0 

2.35 ± 1. 19 

5.7 

2.07 ±1.42 

7.4 


S//l/-EDTA-'"tii ft^&fc&^U*. IK*!B!&, 


#B3W63-5033 (17) 

g 2 B 


SI 

S8i 


S.D. 

24.01 ±0.80 
5. 40 ± 0.49 
9,72 ±0.24 
6.35±0.50 
3.03 ±0.27 
5.87 ±0.81 
4. 08 ± 0.51 
1.44*0.16 
1.57 + 0.09 
1.60 ± 0.20 
1-51 ± 0. 19 


T/0 ft 

0.17 
0.76 
0.42 
0.64 
1.36 
0.70 

2.84 
2.59 
2.57 
2.75 


■^rasHS *L*nflEafl&ft0M-fr*H'<fc* cba255 

8tfc*i 3 *+l-? L. 24B*E!E 

-EDTA- ' ' 1 In ft^ft*«*U. 3 ftHBIIC. 


a 2 c 

^r* y*iD**25**r4fflc£fc«-£ : 

K/fi" Ixlu T/0 Ifc 

ifttft 0.92±0.44 9.20 

0.92±0.29 0.71 



2.55±0.24 3.02 

0.87 ±0.39 10.21 

0.21 ±0.04 38.03 

1.10±0.16 7.04 
7.72 ± I .35 

3.48 ±0.77 2.33 

1.50 ± 0.37 5.40 


&Jt 4.86 ± 0.45 1.61 

?8ft£ 2.66 ±0.61 2.97 

3E0A Balb/C7i>^(DttBllCI(HJJJKttlB»JB 
ttI3!l& ; £&tIU+;. CO-r^XtCM) 100 /f g CDWC3A11 
ftfc <3S*feW2> ftfc*£4LT20 
i*ia». ttfecXtfcffl 3 izh * h 7 y * 7 x v y 
/Bm-BDTA-Cott*fl**ATV-x-f *Lfc. 1 
*H& (ft#»4*»2H9|S!«> . £ BLEDTA 


- p-<'>ia«i£ttl,*:. 3i*ffltt. 3 y * - * 
ttttCB) v ^<l:tfIlffM«(T) c)l*lT^*:4 

*afeUT^*. 3^fSJ&C& i f-U*: l,, In ©**J16 
A + . HSS. a 3 c^r * UTffeOifitS*©. "'Id 

« 11 $ * © A « « a o h a ft *? J: &< w w a c j: * 

(HT*fi) 
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... m 
mm 


0.71 
0.40 
1.01 
1.24 
0.39 
37.78 
3.95 
0.21 
1.06 
0.05 
1.17 


5.55 
9.85 
3.91 
3.20 

10.11 
0.11 
1.00 

18.52 
3.73 
4.64 
3.39 


*tt**S>4BI*IHft> . fct>4tfc&fc*#3 BB 
4 t BBPUffrgttfl 


338)8363-5033 (18) 

- h*?«fctf(B) y-SDTA-fcjR*t h 

*. lancet *)s-r. 

©ft4tt 3 ttRI (A) d^J:ef24l#M(B) ©££©# 


«8A *a± lu*s& 


BJ-CodlU-SNAAS-CHa^u^NH-^^-CH^EDTA-M 


(A) 


FIG. I SHW\S-CH 2Vv m^nH-^^CH 2 -EDTA-M 
(B) 


(PL'S ^ 


V I 


FIG. 2 

*7f I 


& Aft 


I 

I 

<}-»*• 


'Op -J 



3 



(B) 

T 



FIG, 3 
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# BPS 63-5033 (19) 


®& & It 9o-Y iT-X T *'J7^Wi7 95616 f-fc**, b 

a-y- 7*U-<X 3310 

©3§ IB ig Tya-* T/«;*-&*S *'J7**i7 95688 Cx-fatf-f 

/u, iJys>*yK K5-t7* 513 
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4$HHB6 3-5 03 3 

[*MtB] ¥l&6^ (1 994) 6£2 IB 

[fiPa#^]^P3BS6 3-50 3 3 

ffg?P6 3^ (1 98 8) 1/1 1 1 3 

] &Pg#S£$fi 6 3-51 
[HMHNI] W6 1-23 6 984 

A61K 49/02 9164-4C 
43/00 8415-4C 


5 f£ 9 ^3f& B 

l. 

BafiHl¥tt#»3&236984^ 
2. %^©&ft: 

£0T 7 / >J * !/ 7 * * - T 94305 

x * y 7 * - K (SJfi L) 

^^tT - K * 7* h 5 X* 4 X * 7* 

if y - 5 y H x £ y 7 # - K 

V * ^ 7 * - *s ? 4 


23 



4. f^SA 


ft£ (7828) 0l**«fl£i^5 

S£ (^E) 06-94^3*10 

5. ttj£<D*f$ 

6.3-1 oiiD#oai7BT*»&9iTSer;R&j 

6.3-2 Wm*V» 7 STd» & 7 frB. 
T*» $> 3 fig. SB 1 BHifi §^ Si 7 H6 fii. 


-ffl 1- 



s.s-j gnasossi 7H4ffSic ntafc&fl 

8.3-4 2 9 15 ft 9* S3 8I7<7 

So 

6.3-5 EI8$©$9H8ffB, »9STi»^8 
~7ffB, ffl OKSffls tflOMSTff. 9 
1 1 HTfr * 5 ffi* 35 1 211 1 ff B> mi 5 
ET*>6 8ffBx *2 0HTfr&4ffB. $98 
SlfiB, # 6 6 H 3 ff B tc T^fcttHttJ t * 

so* raj&susj tMiE^io 

S.S-6 WH»oi9lT*>t.3fTg, I 1 01 
8ffB. »2 2HirS, $2 

2H4frg, * 4 & HTfr h 4 ff #4 7 IT 
*&6ffBy 3548lSffS, $48H6ffB* 



3^936 3-5 03 3 
2*#ttK£j r&*tts«j iffijE-r 

So 

So 

6.3-9 WlB*e*4 7 H7 ffB, $47H9ff 

gx H47K1 lffg. $47 H*Tff e r8£ 
ftj t*«©« mftftj t«iE^4 e 

6.3-10 ^te#0»4 8S7-8ffgCr&» 

IE* 

• .3-11 HJfl*09 4 4HTj&>&7~6ffgfc 

6.3-12 ^|«OSi64HZif§IC r££#E&J 
£: *S©£ T£#®«J £?ffiiE*So 

6.3-13 $18 5©$ 6 5 HT^b 1 2 ff 1 E T 
£#8*ftJ r£#@«J &ttiEt«« 

5.3-14 ElfflS©$ 6 4 H 3 ff B. S64H4 
ff ^65lTi»bl 1 ff Bfc fMftJ £*S 


6.3-15 B^awom i s h i ff a, $1 si» 

ffB, $1 8lT*&6ff@, *19Mlff§* 
$ 2 0 H 6 ff B. $23K3ffS, 3t34lTi» 
&7ffi^rSDJ □ j ttSiE 

1.3-n sRm*om i o K«Tff-m u9i 

taiE-TSo 

6.3-17 B*B#©$1 lKSTffc rx^-t> 
5.3-16 ?«tffi«0»l 3H6-7ffi. $18 

HT*>e.8ffg. $ 2 oi9 ff s tc riHtsw&j 
t*s©* ruBfflrtKfcj taiE-r*. 

6.3-19 W»l<0»15lTi»&6jTi> $1 
6 HT* £ 8 - 5 ff @. $ 1 7 MTA» & 8 - 7 ff 
9* $1 8HT*£8ffB. $2 0H8-9ffg 

fcHiE-r s 0 

6. 3-20 4gfla*03I 1 8 BTA> & 5 ff B* $1 


©* r«*itB£*j £ ftSE***** 

6.3-21 $83©$ 1 8 HT* £ 2 ff B* $4 
3H7ffg. $43H8ffgfc r££*J £*S 
Oft r»$fcj ifciiEfSo 

6.3-22 s;i*ffl«©$3 8K7~8ffBP: r IS £ 

* * s ©* r*§#*i"«*«» 

6.3-23 W&#©$ 3 8 HT*> 6 7 ff §v $3 
6.3-24 f!Hlffl*©$3 6H«TffK riE**©* 

> * j t & s ©* r^^tc 9 >** * j tMiE-r 

6.3-25 Wte*0»3 6 HSTff~$ 3 7ll 

ffft: r$i kj t*s©* raiajKj ttsaEir 

So 

6. 3-26 WaB«0$17H5ffB. Sl7l« 
ff B> $20M2ffa. $2£>aT^?»2ffB ( 
2tSm>s $2lHlffB. »2 U9fT§, $ 



2 HT^b7fifg, 3&27HlfTa* 9271 
3ff§v #28H7fri* JS 2 8 HT*> * 6 ft 

» 2 8 ht* * 3 ft W29nsnm. 9129 

S8frg, 5&3 8HTA>*iDfr§* SR38ST 

8. 3-27 JflJS#a># 3 7 H»Tfr\ S38S1 

ffg*= r^*gj r^asj ^mie**. 

S.S-28 B^|a*(0^4 0HT*>&3ffSrc r?* 
3.3-29 ?9fii*CO»48^T*»?»3-2ffSK 
8. 3-30 !8 flj$ <0 3? 5 4HTfr£7?TB> St 5 

6.3-51 !9lll«)Jff5 4lftrifs »55S1 
8. 3-32 $J!ffl*©$&63HTfr*2fT§tcr* 



#§3886 3-5 03 3 

LftJ i HIE* *„ 


5P. 00Q / ^ N y T $ 0* 9 V 9 \ 

© « « £ * k * * ft * a^iam 


S5«® * ? ^ * fc a & B£ 
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This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE^) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 


